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Supplementary tables
F-gtgcggcgccgcctgtatctgttcttgaa R-ttcaagaacagatacaggcggcgccgcac L35V F-gcggcgccgcctgtctgtgttcttgaac R-gttcaagaacacagacaggcggcgccgc L74M F-cccactggcaggatgctggacgcct R-aggcgtccagcatcctgccagtggg R98C F-accaagctgggctgcgacgacgtgc R-gcacgtcgtcgcagcccagcttggt K115N F-tgaggaggattgccaaaactatatcttgaagcagcag R-ctgctgcttcaagatatagttttggcaatcctcctca M178I F-catccagtttgtgcaggagatcatccggcaactg R-cagttgccggatgatctcctgcacaaactggatgt M157*Stop F-gatgaccccctggggcattgacctgagcgtttcgatg R-catcgaaacgctcaggtcaatgccccagggggtcatc S34C F-gcggcgccgcctgtgtctgttcttg R-caagaacagacacaggcggcgccgc S34F F-gtgcggcgccgcctgtttctgttcttgaa R-ttcaagaacagaaacaggcggcgccgcac qPCR primers Gene Roche Universal Probe # Primer sequence IL-8 72 F-agacagcagagcacacaagc R-aggaaggctgccaagagag TNF-α 40 F-cagcctcttctccttcctgat R-gccagagggctgattagaga GAPDH 60 F-agccacatcgctcagacac R-gcccaatacgaccaaatcc
Supplementary figure legends
Fig. S1. Sequence conservation at MyD88 SNP positions. Sequence alignments of MyD88 homologues from different species. Sections for nsSNP residues analyzed in this study are shown. Sequences were retrieved from SwissProt, aligned using ClustalX and color-formatted using the JOY server (Methods). Fig. S2 . Signaling in MyD88-deficient IA3 cells. In MyD88-deficient 'IA3' HEK293 cells (18, 20) , S34Y and R98C fail to induce NF-κB activation in a similar way as in normal HEK293 cells (cf. Fig. 1) .
Transfected Mal-Myc served as a control, which due to the absence of MyD88 could not induce NF-κB activation. 'IA3' cells were transiently transfected with the indicated amounts of Myc-tagged MyD88 constructs and NF-κB activation quantified by dual luciferase assay. One out of two representative experiments is shown. Fig. S3 . Differential effects of MyD88 on TLR signaling. (A) Modulation of TLR9-induced NF-κB activation is not detectable for MyD88 S34Y and R98C. HEK293 cells were transfected with 50 ng TLR9 and increasing amounts of MyD88 mutant expression plasmids (2.5 ng, 5 ng and 20 ng). Cells were treated with increasing concentrations of CpG oligonucleotides as indicated, and NF-κB activation quantified by dual luciferase assay. One representative out of three independent experiments is shown, respectively. (B) S34Y downregulates IL-1R and TLR5-induced NF-κB activation only at high stimulation concentrations. Experimental details as described in Fig. 2.   Fig. S4 . MyD88 mutants interact with Mal. LUMIER luciferase readout from HEK293 cells transfected with Protein A-tagged MyD88 WT or mutants and Renilla luciferase-tagged Mal. The Jun-Fos interaction served as a positive control. See Methods for details. One of at least two independent and representative experiments is shown.
